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BACKGROUND

This efficacy supplement to NDA 20-262 is for the use of Taxol® in patients with advanced
non-small cell lung cancer who are not candidates for potentially curative surgery or

- radiotherapy. Taxol® is currently approved for the treatment of metastatic carcinoma of the
ovary after failure of the first-line or subsequent chemotherapy and for the treatment of
breast cancer after failure of combination chemotherapy for metastatic disease or
relapse within 6 months of adjuvant chemotherapy. Approval for the new indication
(i.e. non-small cell lung cancer) will be based on data from two efficacy large,
multicenter, and randomized Phase III trials (CA139-165 and CA139-103) with doses
of 175 mg/m’ infused over 3 hours, and 135 mg/m? and 250 mg/m? infused over

24 hours. The proposed label recommends the dose of 175 mg/m’ over 3 hours; with
the option of using an alternate schedule of 135 mg/m’? over 24 hours.

This submission contains no additional information on the pharmacokinetics of paclitaxel.
It refers only to some data on gender analysis included in the original NDA for Taxol®
(Submission of July 21, 1992). The original NDA was revisited and the data on gender
analysis were reviewed.

f r harm ineti li

To assess the effect of gender on the pharmacokinetics of paclitaxel, data were obtained
from patients with cancer of various histologies (e.g. solid tumors or lymphoma) who
received single 170-275 mg/m? doses of Taxol® over ‘hour infusions (Studies No.
CA139-006, -007, and -009). These data are summarized in the Table below (next

page):




Phanhacokinetic Parameters of Paclitaxel Following
6-Hour Infusions at Dose Levels of 170-275 mg/m?

Study Dose Gender CLT Vss T-HALF
No. (mg/m?) (L/h/m?) (L/m? )
-006 170 M 9.7 73 8.2
<006 170 M 7.5 65 9.4
-006 170 M 12 113 8.5
-007 175 M 6.1 56 7.7
-007 175 M 4.4 67 16
-009 175 M 22 64 2
-009 175 M 20 50 4
007 200 M 8.6 70 14
-009 200 M 11.5 86 10
-006 212 M 15.5 154 10
-009 225 M 16.5 70 5.5
-009 225 M 8.1 49 6.7
-009 225 M 8.1 50 4.1
-007 230 M 7.8 90 18
-007 230 M 10.8 132 12
-009 250 M 26 135 8.7
-006 265 M 3.9 42 7 12
-006 250 M 14 106 9
007 275 M 5.9 27 4.6
-009 275 M 9.4 92 12
-009 275 M 6.9 40 6.8
i 21 21 21
Mean 1 78 9
SD g 34 4
%CV. 54% 43% 447
006 170 F 5.0 72 17
<007 175 F 7.7 66 8.2
007 200 F 8.6 70 14
006 212 F 14.5 68 3.2
-006 212 F 19 84 2.2
007 230 F 6.6 72 13
009 250 F 13 42 3.5
006 265 F 4:1 46 16
-007 275 F 8.1 41 6.0
-007 275 F 35 57 18
i 1 10 10
Meaii 3 62 19
SD 3 14 6
%CV 554 23% 60%

‘More details are provided in Attachmen

t 1 (Tables 1-10)




Conclusion: These data demonstrates that at doses of 170-275 mg/m? infused over
6-hours, mean clearance and volume of distribution values for paclitaxel were about
20 % lower in female patients (n=10) than in male patients (n=21); this difference
may not be clinically significant. As a result of the decrease in both clearance and in
steady-state volume of distribution in female patients, the half-life remained unchanged
and was comparable to that in male patients. The lower clearance and volume of
distribution may be attributed to slower metabolism and/or higher protein binding
capacity in females than in males.

COMMENTS:

1. The gender analysis performed using data from studies CA 139-006, -007, and -009
involve cancer patients who received -hour infusions. Since paclitaxel
pharmacokinetics are dose and schedule (duration of infusion) dependent, the gender
effect observed in these studies using -hour infusions (20% decrease in total body
clearance and steady-state volume of distribution) may not be the same as the
recommended 3-hour infusions of 175 mg/m2 dose.

2. The statement regarding the gender effect in the Clinical th;u‘macology section of
the Package Insert as stated by the sponsor,

should be deleted. The information is not appropriate since  hour infusion of taxol® is
not an approved schedule, and due to nonlinear pharmacokinetics of paclitaxel, results
using one infusion rate can not be extrapolated to a different infusion rate.

3. The sponsor should evaluate the gender effect on the pharmacokinetics of paclitaxel
at 175 mg/m’ dose given via 3 hour infusion in non small cell lung cancer patients.

RECOMMENDATION:

The statement regarding the gender effects on the pharmacokinetics of paclitaxel after
hour infusion should be deleted from the package insert.

Please forward the comments to the sponsor.




s

Reviewer: Safaa S. Ibrahim, Ph.D.
Division of Pharmaceutical Evaluation I

/ S / YA
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cc: SNDA: 20-262/024
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CDR (B. Murphy)
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